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Declaration under 37 C.F.R, 1>132 
I, Dr. Korai Embil, declare as follows: 

1 . My scientific education and experience is set forth in my attached resume. 

2. I am one of the inventors of the invention claimed in the above-referenced 
application. I am familiar with the Office Action issued September 24, 2003, 
specifically with the rejection under 35 US.C. §103(a), 

3. Under my direction the following experiments were performed. These 
e?cperiments establish that more nimesulide is released using the compositions of the 
present invention than in the compositions described in the examples of Jain et a! EP 
0812587A1. 

Experiment 

In the following experiment, seven compositions were prepared. Two 6f the 
compositions were prepared as described in Examples 2 and 4 of Jain et al, 
EP0812587A1. The remaining five examples were prepared as described in the above- 
referenced ^plication. 



Example 4 fEP08125$7An % 

Nimesulide 1 .00 

DimethylSulfoxide: 1 0.50 

Glyceryl Monostearate 8.00 

Mineral Oil 31.00 

White Petrolatum 48.50 

Water 2.00 
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Example 2 (EP0812587An % 

Niraesultde 1 .00 

Transcutol 35.00 

Water 10.00 

Disodium hydrogen phosphate 0. 1 0 

CreTnorphorRH40 5.00 

LabrifilM1944CS 10.00 

Glyceryl monostearate 8.00 

Stearic Acid 13.00 

Ethyl Oleote 2.90 

Diethyl Sulphoxide 1 5.00 



In the remaining compositions, prepared in accordance with the above-referenced 
application, the nimesulidc was dissolved in DGME to form a clear solution, which was 
heated to 43-47**C. Glyceryl monoolein was heated to 43-47*C and mixed into the 
solution which was then cooled to room temperature. The mixing speed was increased 
and the hydroxypropylcellulose was added. Mixing continued until a clear gel was 
obtained. 



ilFA403-50 % 

Transcutol 78.00 
Nimesulide 1 .00 

Glyceryl MonoOleate 20.00 
Hydroxypropylcellulose 1.00 

RFA 403 -55 % 

Transcutol 75.00 
Nimesulide 1.00 
Glyceryl MonoOleate 23.00 
Hydroxypropylcellulose 1 .00 

RFA 403 -56 % 

Transcutol 72.00 
Nimesulide 1 .00 

Glyceryl MonoOleate 26.00 
Hydroxypropylcellulose 1 .00 

RFA 403 -57 % 

Transcutol 69.00 
Nimesulide 1 .00 

Glyceryl MonoOleate 29.00 
Hydroxypropylcellulose 1,00 

RFA 403 -5S % 

Transcutol 66.00 
Nimesulide 1 .00 
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Glyceryl MonoOIeate 
HydroxypropylCellulose 



32.00 
1,00 



Results 

The in vitro release of nimcsulide from each composition was determined by 
applying the composition through a ceUophane membrane using a Franz Diffusion 
cell for predictive in vitro release. The results are set forth in Table I, below. As can 
be seen from the in vitro release studies of nimesulide, compositions RFA 403-50 
RFA 403-55, RFA 403-56, RFA 403-57 and RFA 403-58 all of which contain only 
nimesulide, glyceryl monooleate, hydroxypropylcellulose and transcutol (dicthylene 
glycol monoethyl ether) had significantly greater miease of nimesulide than the 
compositions of Jain et al 

Table 1 

IN VTTRO RELEASE STUDIES OF NIMESULIDE 
FROM THE SAMPLES 



t(l/2) 
miu. 


EXAMPLE 4 
EP0812687AI 
RFA 403-63 


EXAMPLE 2 
EP0S126S7A1 
RFA 403-62 


1.25% 
NaCMC 


RFA 402- 01 


RFA403-50 


RFA403-55 


RFA403-56 


RFA403-S7 


RFA403.58 


5.477226 


0.009453 


0-008864 


O.O28002 


0.010987717 


0.021198 


0,014912 


0-031042 


0.036828 


0.017462 


7,745967 


0.014552 


0.014482 


0.047968 


0.019945087 


0.033878 


0.030888 


0.044396 , 


0.053024 


0.033614 


10,95445 


0.020378 


0.025645 


0.068876 


0.035532514 


0.053362 


0.055295 


0,08651 


0.092452 


0.069251 


13.41641 


0.035691 


0.037248 


0.086612 


0.048794075 


0.070342 


0.073253 


0.104738 


0.11432 


0.090785 


15.491^ 


0.037819 


0.041149 


0.103825 


0.062509393 


0.OS4277 


0.089303 


0.127363 


0.148369 


0.113796 


17J2051 


0.040445 


0.04725 


0.118043 


0.07628685 


0.097729 


0.104742 


0.145996 


0-15115 


0.132553 


18.97367 


0.053431 


0.060109 


0.136561 


0.098683526 


0.116809 


0.125765 


0.178055 


0.201949 


0.164231 



Conclusion 

The compositions of the above-referenced application provide a significantly 
higher rate of absorption of nimesulide than the compositions of Jain ei al This is 
clinically significant, because it would decrease the amount of nimesulide that had to 
be admimstered, increase the effectiveness of the composition administered, 
decrcasmg costs and the need for other analgesics or stronger doses of analgesics to 
be administered. * ' 
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